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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/US99/29783 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Articie 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70. 1 7).): 
Description, pages: 

1-81 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



Claims, No.: 



1-16 



as originally filed 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



IN. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
K claims Nos. 1-16. 



because: 

K the said international application, or the said claims Nos. 1-16 (industrial applicability) relate to the following 
subject matter which does not require an international preliminary examination (specify): 
see separate sheet 



□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 



□ no international search report has been established for the said claims Nos. . 



2. A meaningful international preliminary examination report cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 
Novelty (N) 



Inventive step (IS) 
Industrial applicability (IA) 



Yes: 
No: 

Yes: 
No: 



Claims 6-16 

Claims 1-5 

Claims 

Claims 1-16 



Yes: Claims see section 
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No: 



Claims 



2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 

and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Section III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 . Claims 1-16 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

Re Section V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

2. Prior Art: Reference is made to the following documents cited in the International 
Search Report 

D1: WO 99 61440 A 

D2: WO 99 57101 A 

D3: WO 99 01449 A 

D4: J. BIOL. CHEM., vol. 273 (1998), pages 24832-24838 

D5: J. PHARM. EXP. THERAP., vol. 284 (1998), pages 687-692 

D6: J. OF IMMUNOLOGY, vol. 161 (1998), pages 467-473 

D7: WO 98 37881 A: cited in the application 

D8: BIOORG. MED. CHEM. LETT., vol. 8 (1998), pages 3335-3340 

D9: WO 98 28292 A 

D10: WO 96 00082 A 

3. Novelty and Inventive Step (Article 33(2) and (3) PCT) : 

3.1 Claims 1-5 relate to the treatment/prevention of arthritis comprising administering an 
effective antiarthritic amount of a MEK inhibitor. 

Documents D4-D6 and D8-D9, which disclose imidazole and indole derivatives, 
respectively, acting as p38-MAPK inhibitors for the treatment of arthritis, do not seem 
to anticipate the subject-matter of claims 1-5. 
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Document D10, however, discloses the use of bromelain, which inhibits the 
phosphorylation of MAPK (p 31), for the treatment of rheumatoid arthritis (claim 15), 
thus anticipating the subject-matter of claims 1-5, which is therefore not novel. 

Besides, taking into account that inhibition of the kinase-cascade seems to be an 
obvious approach for the treatment of arthritis (cf. documents D4-D6, D8-D9), the 
choice to inhibit the "upstream" kinase does not seem to involve an inventive step. 

3.2 Claims 6-14 and 15-16 relate to the treatment/prevention of arthritis using specific 
MEK inhibitors/compounds. 

Documents D4-D6 and D8-D9, disclose imidazole and indole derivatives, 
respectively, as MAPK inhibitors for the treatment of arthritis, thus differing with 
respect to the compounds used. Accordingly, the subject-matter of said claims seems 
to be novel. 

The problem to be solved by the current application can be regarded as to provide 
alternative compounds for the treatment of arthritis. 

Taking into account that document D7 discloses the same compounds as MEK 
inhibitors (for the treatment of sceptic shock) and that inhibition of the kinase-cascade 
seems to be an obvious approach for the treatment of arthritis, the subject-matter of 
claims 6-16 does not seem to be inventive. 

4. Industrial Applicability (Article 33(4) PCT) : 

For the assessment of the present claims 1-16 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims 
to the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 
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Re Section VI 

Certain documents cited 



Application No 
Patent No 



Publication date 
(day/month/year) 



Fiiing date 
(day/month/year) 



Priority date 
(day/month/year) 



D1: WO 99 61440 A 
D2: WO 99 57101 A 
D3: WO 99 01449 A 



02.12.99 
11.11.99 
14.01.99 



25.05.99 
28.04.99 
26.06.98 



26.05.98 
05.05.98 and 02.03.99 
30.06.97 



5. Document D1 could anticipate the novelty of claims 1-5 in the regional phase. 
Re Section VII 

Certain defects in the international application 

6. On page 52, the name for example 207 seems to be wrong. 

7. The chemical name of PD 199601 on page 77 in Table 3 seems to be missing. 

8. The second concentration of PD 1 84352 in Table 4 on page 78 seems to be wrong. 
Re Section VIII 

Certain observations on the international application 

9. Independent claim 1 (and dependent claims) do not meet the requirements of Article 
6 PCT in that the matter for which protection is sought is not clearly defined. The 
claims attempt to define the subject-matter in terms of the result to be achieved (MEK 
inhibitor) which merely amounts to a statement of the underlying problem. It is not 
clear which criterium (e.g., IC 50 -test) has to be met for a compound to fall within the 
scope of the claim. 

10. The parentheses in claim 6 for the definition of Z being hetero-cycloalkyl seem to be 



1 1 . The sulfamoyl-substituted compounds of dependent claim 7 do not seem to fall within 
the range of Formula I (claim 6). 



wrong. 
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12. Claim 8 seems to be unclear ("or (k) or combinations of the above"). 

1 3. The compound 5-Bromo-3,4-difluoro-2-(4-iodo-2-methvl-phenvlamino)-N-( thiopen -2- 
yimethoxy)-benzamide in claim 13 (p 98) seems to be wrong. 

14. The PD-number of the last compound in claim 14 is missing. 

15. The embodiments of the invention "synthesis and synthetic intermediates" described 
on page 24, line 15, do not fall within the scope of the claims. This inconsistency 
between the claims and the description leads to doubt concerning the matter for 
which protection is sought, thereby rendering the claims unclear (Article 6 PCT). 

16. The embodiments of the invention "thiobenzoic acid" described on page 47, 
examples 140-145, do not fall within the scope of the claims. This inconsistency 
between the claims and the description leads to doubt concerning the matter for 
which protection is sought, thereby rendering the claims unclear (Article 6 PCT). 

17. The vague statement "scope" of the specification used on page 35 implies that the 
subject-matter for which protection is sought may be different to that defined by the 
claims, thereby resulting in lack of clarity (Article 6 PCT) when used to interpret it 
(PCT-Guidelines, lll-4.3a). 
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III. Non-establishment of opinion with regard to novelty, inventive step and Industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

H claims Nos. 1-16. 

because: ; 

B the said international application, or the said claims Nos. 1 -1 6 (industrial applicability) relate to the following 
subject matter which does not require an international preliminary examination (specify: 
see separate sheet 

□ the description, claims or drawings {indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specify: 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination report cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, Inventive step or Industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 6-16 

No: Claims 1-5 

Inventive step (IS) Yes: Claims 

No: Claims 1-16/ 

Industrial applicability (IA) Yes: Claims see section III 
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Claims 



2= Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 

and/ or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the International application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Section III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 

applicability 

1 . Claims 1 -1 6 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

Re Section V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

2. Prior Art: Reference is made to the following documents cited in the International 
Search Report 

D1: WO 99 61440 A 

D2: WO 99 57101 A 

D3: WO 99 01449 A 

D4: J. BIOL. CHEM., vol. 273 (1998), pages 24832-24838 

D5: J. PHARM. EXP. THERAP., vol. 284. (1998), pages 687-692 

D6: J. OF IMMUNOLOGY, vol. 161 (1998), pages 467-473 

D7: WO 98 37881 A: cited in the application 

D8: BIOORG. MED. CHEM. LETT., vol. 8 (1998), pages 3335-3340 

D9: WO 98 28292 A 

D10: WO 96 00082 A 

3. Novelty and Inventive Step (Article 33(2 1 and (3\ PCT): 

3. 1 Claims 1 -5 relate to the treatment/prevention of arthritis comprising administering an 
effective antiarthritic amount of a MEK inhibitor. 

Documents D4-D6 and D8-D9, which disclose imidazole and indole derivatives, 
respectively, acting as p38-MAPK inhibitors for the treatment of arthritis, do not seem 
to anticipate the subject-matter of claims 1-5. 
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Document D10, however, discloses the use of bromelain, which inhibits the 
phosphorylation of MAPK (p 31), for the treatment of rheumatoid arthritis (claim 15), 
thus anticipating the subject-matter of claims 1=5, which is therefore not novel. 

Besides, taking into account that inhibition of the kinase-cascade seems to be an 
obvious approach for the treatment of arthritis (cf. documents D4-D6, D8-D9), the 
choice to inhibit the "upstream" kinase does not seem to involve an inventive step. 

3.2 Claims 6-14 and 1 5-1 6 relate to the treatment/prevention of arthritis using specific 
MEK inhibitors/compounds. 

Documents D4-D6 and D8-D9, disclose imidazole and indole derivatives, 
respectively, as MAPK inhibitors for the treatment of arthritis, thus differing with 
respect to the compounds used. Accordingly, the subject-matter of said claims seems 
to be novel. 

The problem to be solved by the current application can be regarded as to provide 
alternative compounds for the treatment of arthritis. 

Taking into account that document D7 discloses the same compounds as MEK 
inhibitors (for the treatment of sceptic shock) and that inhibition of the kinase-cascade 
seems to be an obvious approach for the treatment of arthritis, the subject-matter of 
claims 6-1 6 does not seem to be inventive. 

4. Industrial Appl icability (Article 33(4) PCT): 

For the assessment of the present claims 1-16 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims 
to the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 
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Publication date Ring date Priority date 

(day/month/year) (day/month/year) (day/month/year) 



Re Section VI 

Certain documents cited 

Application No 
Patent No 

D1: WO 99 61 440 A 
D2: WO 99 571 01 A 
D3: WO 99 01449 A 



02.12.99 25.05.99 
11.11.99 28.04.99 
14.01.99 26.06.98 



26.05.98 
05.05.98 and 02.03.99 
30.06.97 



5. Document D1 could anticipate the novelty of claims 1 -5 in the regional phase. 
Re Section VII 

Certain defects in the international application 

6. On page 52, the name for example 207 seems to be wrong. 

7. The chemical name of PD 1 99601 on page 77 in Table 3 seems to be missing. 

8. The second concentration of PD 1 84352 in Table 4 on page 78 seems to be wrong. 
Re Section VIII 

Certain observations on the international application 

9. Independent claim 1 (and dependent claims) do not meet the requirements of Article 
6 PCT in that the matter for which protection is sought is not clearly defined. The 
claims attempt to define the subject-matter in terms of the result to be achieved (MEK 
inhibitor) which merely amounts to a statement of the underlying problem. It is not 
clear which criterium (e.g., ICgo-test) has to be met for a compound to fall within the 
scope of the claim. 

1 0. The parentheses in claim 6 for the definition of Z being hetero-cycloalkyl seem to be 
wrong. 

1 1 . The sulfamoyl-substituted compounds of dependent claim 7 do not seem to fall within 
the range of Formula I (claim 6). 
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1 2. Claim 8 seems to be unclear ("or (k) or combinations of the above"). 

1 3. The compound s-Bromc-S^^ifluo^^^iodo^-rTiethyi-pheny iamino)-N-(th|ofieri-2- 
ylmethoxy)-benzamide in claim 13 (p 98) seems to be wrong. 

1 4. The PD-number of the last compound in claim 1 4 is missing. 

1 5. The embodiments of the invention "synthesis and synthetic intermediates" described 
on page 24, line 15, do not fall within the scope of the claims. This inconsistency 
between the claims and the description leads to doubt concerning the matter for 
which protection is sought, thereby rendering the claims unclear (Article 6 PCT). 

16. The embodiments of the invention "thiobenzoic acid" described on page 47, 
examples 140-145, do not fall within the scope of the claims. This inconsistency 
between the claims and the description leads to doubt concerning the matter for 
which protection is sought, thereby rendering the claims unclear (Article 6 PCT). 

1 7. The vague statement "scope" of the specification used on page 35 implies that the 
subject-matter for which protection is sought may be different to that defined by the 
claims, thereby resulting in lack of clarity (Article 6 PCT) when used to interpret it 
(PCT-Guidelines, lll-4.3a). 
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Data of mailing 
(day/month/year) 



19/04/2000 



Applicant's or agents file reference 

5968-01-EDS 



FOR FURTHER ACTION See paragraphs 1 and 4 below 



International application No. 

PCT/US 99/29783 



International filing date 
(day/month/year) 15/12/1999 



Applicant 

WARNER-LAMBERT COMPANY et al 



1. Q The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and s tateme n t under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet 



Where? Directly to the 



International Bureau of WIPO 
34, chemin des Cok>mbettes 
1211 Geneva 20, Switzerland 
Fascimile No.: (41-22)740.14.35 



For more detailed Instructions, see the notes on the accompanying sheet 



2. I I The applicant is hereby notified that no International Search Report will be established and that the declaration under 
1 — 1 Article 17(2)(a) to that effect is transmitted herewith. 

3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that 

□ the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 



| | no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further actlon(s): The applicant is reminded of the following: 

Shortly after 16 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90tts.1 and 90o&.3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 



Name and mailing address of the International Searching Authority 

European Patent Office, P.B. 5818 Patentiaan 2 
yrtK NL-2280 HV Rijswijk 
Q)n Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 



Authorized officer 

Renate Jordan 
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^J^OTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article", "Rule*, and "Section" refer to theprovisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there ts usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 



When? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been /is filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In alt cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made in the language In which the International application Is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the 'Statement under Article 19(1)* (see below, under "Statement under Article 19(1)*). 

The letter must be In English or French, at the choice of the applicant. However, If the language of the 
International application Is English, the letter must be In English; If the language of the international application 
Is French, the letter must be in French. 
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The letter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped),whether 

(i) the claim is unchanged; 

(H) the claim is cancelled; 

(iii) the claim is new; 

frv} the claim replaces one or more claims as tiled; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . [Where originally there were 48 claims and after amendment of some claims there are 51 J: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 1 5 claims and after amendment of all claims there are 11]: 
"Claims 1 to 15 replaced by amended claims 1 to 1 1 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims IS, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 1 5, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

"Claims 1 -10 unchanged; claims 1 1 to 1 3, 18 and 19 cancelled; claims 1 4, 1 5 and 1 6 replaced by amended 
claim 1 4; claim 17 subdivided into amended claims 1 5, 1 6 and 1 7; new claims 20 and 21 added." 



-Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International application Is to be published. 

ft must be brief, not exceeding 500 words if in English or if translated into English. 

ft should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 19(1)." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence If a demand for international preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9; a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the International application for entry Into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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(PCT Article 18 and Rules 43 and 44) 



Applicants or agent's file reference 

5968-01-EDS 


FOR FURTHER 866 Notification of Transmittal of International Search Report 
. (Form PCT/ISA/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 

PCT/US 99/29783 


International filing date (day/month/year) 

15/12/1999 


(Earliest) Priority Date (day/month/ymr) 

16/12/1998 


Applicant 

WARNER-LAMBERT COMPANY et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 5 sheets. 

|X| It is also accompanied by a copy of each prior art document cited in this report 



Basis of the report 

& With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

I I the international search was carried out on the basis of a translation of the international application furnished to this 
1 Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
| | contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readbJe form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence listing does not go beyond the Disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



2. 
3. 



|"X"| Certain claims were found unsearchable (See Box I). 
|~~[ Unity of Invention Is lacking (see Box II). 



4. With regard to the tfUe, 

|X| the text is approved as submitted by the applicant 

| | the text has been established by this Authority to read as follows: 



With regard to the abstract 

[X| the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 

| | as suggested by the applicant. Q None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. (T) Claims Nos.: 1~16 

because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 1-16 

are directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition • 

2. Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of Invention Is lacking (Continuation of Item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



□ As all required additional search fees were timely paid by the applicant this International Search Report covers all 
searchable claims. 



2. I | As all searchable claims could be searched without effort justifying an additional fee, this Authority old not invite payment 
of any additional fee. 



3. I I As only some of the required adcfitional search fees were timely paid by the applicant, this International Search Report 
1 — 1 covers only those claims for which fees were paid, specifically claims Nos.: 



4. | [ No required addrtional search fees were timely paid by the applicant Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



| | The addrtional search fees were accompanied by the applicant's protest 
| | No protest accompanied the payment of addtional search fees. 
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International Application No 
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A. CLASSIFICATION OF SUBJECT MATTER , 

IPC 7 A61K31/195 A61K31/166 A61K31/136 A61K31/41 A61K31/445 
A61K31/495 A61K31/535 A61K31/38 A61K31/34 

According to Internationa) Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used). 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • 


Citation of document, with Indication, where appropriate, of the relevant passages 


Relevant to claim No. 


x,p 


WO 99 61440 A (SMITHKLINE BE EC HAM CO) 
2 December 1999 (1999-12-02) 
claims 1-8 


1-5 


X,P 


WO 99 57101 A (F. HOFFMANN-LA ROCHE AG) 
11 November 1999 (1999-11-11) 
page 52, line 14 - line 23 
claims 1,37-43 


1-5 


X,P 


U0 99 01449 A (NOVARTIS AG) 
14 January 1999 (1999-01-14) 
claims 1-6,8-11 
page 20, line 16 - line 21 
page 23, line 14 -page 24, line 14 

~" -/- 


1-5 



Further documents are listed in the continuation of box C. 



ID 



Patent family members are Dated In annex. 



* Special categories of cited documents : 

*A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E* earlier document but published on or after the International 

fiQngdate 

V document which may throw doubts on priority claim(s) or 
which is dted to establish the publication date of another 
citation or other special reason (as specified) 

"O* document referring to an ora) tisdoeure, use, exhibition or 
other means 

*P' document published prior to the international filing date but 
later than the priority date claimed 



T* later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an Inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to Involve an inventive step when the 
document Is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
In the art. 

*&' document member of the same patent family 



Date of the actual completion of the international search 

5 April 2000 


Date of mailing of the international search report 

19/04/2000 


Name and mailing address of the ISA 

European Patent Office, PB. 5818 Patentiaan 2 
NL-2280HV Rijswf* 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 


Authorized officer 

Siatou, E 
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International Application No 

PCT/US 99/29783 



Category* 



Citation of document, with indcation.where appropriate, of the relevant passages 



Relevant to daim No. 



K. MIYAZAWA ET AL: "Regulation of 
Interl euki n-l-beta-i nduced Interl euki n-6 
Gene Expression in Human Fibroblast-like 
Synoviocytes by p38 Mitogen-acti vated 
Protein Kinase" 

THE JOURNAL OF BIOLOGICAL CHEMISTRY, 
vol. 273, no. 38, 

18 September 1998 (1998-09-18), pages 

24832-24838, XP002134930 

abstract 

page 24837, right-hand column, last 
paragraph 

J. R. JACKSON ET AL: "Pharmacological 

Effects of SB 220025, a Selective 

Inhibitor of P38 M1togen-Act1 vated Protein 

Kinase, in Angiogenesis and Chronic 

Inflammatory Disease Models" 

THE JOURNAL OF PHARMACOLOGY AND 

EXPERIMENTAL THERAPEUTICS, 

vol. 284, no. 2, 1998, pages 687-692, 

XP002134931 

abstract 

page 690, right-hand column, line 7 - line 
24 

A. M. BADGER ET AL: "SB 203580 Inhibits 
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